Investigations.-Hb 76 %. W.B.C. 6,800 (polys. 55 %, eosinos. 9 %, basos. 1 %, lymphos. 33%).
Biopsy: Subepidermal cedema and blistering with eosinophils present in large numbers in the infiltrate around the dilated vessels.
Comment.-The relapse probably occurred because the steroid had been inadvertently stopped before the operation, the recovery from which was uneventful. Prednisone has since controlled the pemphigoid. I have seen pemphigoid in a case under Dr. F. Ray Bettley, which occurred following X-ray treatment of carcinoma of the ovaries.
Dr. F. F. Heilier: I can recall several patients who have presented with a pemphigoid eruption in whom there has been some visceral malignant disease, including a carcinoma of the uterus and one of the breast. This association is not uncommon and I believe that every case of pemphigoid should be considered from this point of view and thoroughly investigated to eliminate the possibility of some latent neoplasm.
Dr. H. Wilson: I believe that there is association between pemphigoid and carcinoma. The evidence, however, is largely based on sporadic cases and I feel that a larger series is needed before one can accept the association as proved. I remember treating 2 patients in whom both conditions were present. One of them died from a carcinoma of the stomach, while the other was a woman with an inoperable carcinoma of breast. In her case the pemphigoid eventually cleared up so that the associ-.ation may or may not have been significant. History.-Discoid lupus erythematosus since 1942, treated with bismuth, five courses each lasting three months. In 1955 he was given chloroquine for five weeks and then amodiaquine hydrochloride, 300 mg daily, which he has received since.
February 1959: His finger nails had become green. On examination all the finger and toe nails were vivid blue-green. No pigmentation elsewhere. His general health, apart from the lupus erythematosus, was good. All investigations at that time were normal. By the end of the year the colour had changed to bluish-grey; it was now known that the pigment was in the nail bed and not in the nail. It was decided to try to ascertain the nature of the pigment.
Two references in the past year on pigmentation occurring with amodiaquine therapy were available. Young (1958) founda brown pigmentation of the skin of the perineal area-and grey-yellowish pigmentation of the sclera in 3 patients. He endeavoured to ascertain the nature of the pigment and assumed that two were present: melanin (obtained by ammoniated silver nitrate test) and a derivative of amodiaquine. Campbell (1959) describes pigmentation occurring in a group of patients receiving amodiaquine as a malarial suppressive. The pigmentation was bluish-grey, and occurred on the face, lips, nose and particularly, and most commonly, the nail beds both of fingers and toes. No attempt was made to determine the nature of the pigment.
Investigations This confirmed that amodiaquine was not present as such in the tissues. The second pigmented nail bed was sent to Dr. Colin Adams (histopathologist, Guy's Hospital) . In order to save the pigment the nail bed was packed in cardice and sectioned fresh on the cryostat. It was revealed that three types of pigment were present:
(1) Hmmosiderin-free iron detected by Perles' ferricyanide test. (2) 
Polysaccharide (periodic acid
Schiff and alcian blue) J In the opinion of Dr. Adams the presence in the tissues of free iron and oxidized lipid pigment lipofuscin indicates an old hemorrhage even though the vessels appeared normal when biopsy was performed.
When extraneous agents are excluded it was thought that a strong reducing agent could only be melanin. However, when amodiaquine was tested in vitro with ferric ferricyanide, it gave as strong a reaction as melanin, but chloroquine and quinine did not.
Both chloroquine and amodiaquine are aminoquinolines, but amodiaquine, unlike chloroquine, has a phenolic ring; therefore it was deduced that amodiaquine reduced ferric ferricyanide on account of this phenolic ring.
Other anti-malarials are known to give rise to ochronosis-like pigmentation: Atabrine (mepacrine) used as a malarial suppressive in the Pacific during the war produced similar pigmentation (Cole et al., 1953; Goodman and Gilman, 1955) .
In the condition ochronosis, which is associated with alcaptonuria, the pigment which is excreted in the urine and laid down in the tissues is known to be oxidized homogentisic acid. The colour in this condition is bluish black or greyish black.
Homogentisate oxidase is the enzyme which converts homogentisic acid to maleyl-acetoacetic acid in the main metabolic pathway of trytophan, phenylalanine, and tyrosine (La Du et al., 1958) .
It may well be that amodiaquine or its complex breakdown products inhibit homogentisate oxidase locally in the tissues causing focal pigmentation. I wish to thank Dr. Louis Forman, Dr. E. J. Moynahan, Dr. Colin Adams, and Professor R. T. Williams for their help with this case.
Dr. C. D. Calnan: In Paris two years ago, three or four patients like this were shown at the Rothschild Hospital. They presented large areas of pigmentation over the legs particularly, apart from the nails, and in the mouth. I am most grateful to Dr. Maguire for showing this case and for working it out so beautifully.
Dr. K. V. Sanderson: During the war in the Pacific area I believe a large number of cases of this kind were seen. I saw a number myself, and I know other physicians regarded it as common among troops who were taking at the time mepacrine, 600 mg a week. Another common area for pigmentation was the palate.
Dr. E. J. Moynahan: Is the substance not found in the urine? It must be excreted eventually. One would expect to find quite a lot by feeding these people on amodiaquine. The important thing is, of course, the blueness of the nails. Where pigment is present in a structure like the nail there will tend to be an optical blue coloration and it undoubtedly contributes to the colour, but it is not the whole answer. If there is an enzyme defect I would expect to find something in the urine.
Dr. D. E. Sharvill: Was there any fluorescence of the hair or finger nails? Dr. A. Maguire: There was no fluorescence of hair or finger nails.
Dr. R. D. Sweet: I have had 2 cases. One got completely well. Neither fluoresced.
Granuloma Inguinale.-P. J. HARE, M.R.C.P. N. C., male, aged 48. Presser.
History.-Military service in Syria, Palestine, Egypt and Italy before the onset of the lesion about fourteen years ago as a small pimple in the left groin. It steadily enlarged and began to grow more rapidly about two years ago. It has been painless and he was afraid to seek medical advice as he thought that the condition might have been venereal in origin. He received no treatment until after admission to hospital. Clinical findings.-A mass of firm beefy red vegetations measuring 8 x 6 in. (20 x 15 cm) and
